The relation between creatinine and uric acid metabolism was analysed in 77 male patients with primary gout and 62 healthy male subjects. Significant positive correlations between 24 hour urinary creatinine and uric acid excretion were shown in both groups. The mean urinary creatinine and uric acid excretions in the patients with gout were significantly increased as compared with those of normal male controls. These results suggest that there is a close correlation between creatinine and uric acid synthesis. In addition, it seems that accelerated uric acid synthesis seen in some patients with gout is due to increased creatinine synthesis.
Hyperuricaemia is caused by accelerated uric acid synthesis or impaired renal excretion of uric acid, or a combination of both events. Superactivity of phosphoribosyl pyrophosphate synthetase' 2 and decreased activity of hypoxanthine-guanine phosphoribosyltransferase"5 are known to be mechanisms of uric acid overproduction. However, the prevalence of these enzyme abnormalities in patients with gout is rare. 6 Recently, accelerated degradation of ATP, which occurs during the metabolism of fructose7-9 and ethanol,'0 was confirmed as the mechanism of uric acid overproduction. Tissue hypoxia" 12 and strenuous muscle exercise'3 14 were also shown to cause accelerated ATP degradation. The increased urate synthesis seen in patients with primary gout may not be caused by these mechanisms, however.
The relation between creatinine and uric acid metabolism has not been studied previously. Figure 1 shows that excessive production of creatinine may result in increased degradation of S-adenosylmethionine and ATP, which would increase the synthesis of uric acid. In Another possible mechanism for the association between creatinine and uric acid synthesis is endogenous creatine synthesis, by methylation of guanidinoacetic acid. In this reaction Sadenosylmethionine is converted to S-adenosylhomocysteine, which is then catalysed to adenosine. Accelerated creatine synthesis may cause increased synthesis of adenosine, which is degraded subsequently to inosine, hypoxanthine, xanthine, and uric acid. Fasting subjects excreted 400 to 900 mg of creatinine in 24 hours, indicating endogenous creatine synthesis (data not shown). It seems, therefore, that large amounts of adenosine are produced by methylation.
In addition, patients with gout had increased 24 hour urinary creatinine and uric acid excretion. Although this study did not measure either endogenous creatinine or uric acid synthesis directly, it is possible that the hyperuricaemia seen in some patients with primary gout is due to accelerated endogenous creatinine synthesis.
We are carrying out further studies of the relation between creatinine and uric acid metabolism in animals.
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